
Date: 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane 
Room if)61 
Rockville, MD 20852 

ocket No. 01D-0489 
raft Guidance for Chnical Trial Sponsors on the Establishment and operation of 

Clinical Trial Data Monitoring Committees 

ear Sir or Madam: 

Reference is made to the November 20,2001 Federal Register Notice (Docket No. ODD-0489) 
a~no~nc~~g the availabitity of Draft Guidance for Clinical Trial Sponsors entitled, “The 
Establishment and Operation of Clinical Trial Data Monitoring Committees”. 

AstraZeneca Pharmaceuticals LP (AstraZeneca) has reviewed this draft guidance and our 
comments are outlined in the attached document. AstraZeneca hopes that the Agency finds 
this information useful in clarifying and adding to the pending final guidance document 

The con~dentia~ity of this submission, and all information contained erein, is claimed by 
AstraZeneca under all applicable laws and regulations. Disclosure of any such information is 
not authorized without the prior written authorization of AstraZeneca. 

Thank you for your consideration. 

Please direct any questions or requests for additional ~nfo~at~o~ to 

i I Executive Director 
Regulatory Affairs 
(302) 8868495 
(302) 886-2282 (fax) 
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General C~rnrn~~ts (Bi~statistics): 
Comment 1: While the document recognizes that the statistician providing the data for the DMC should have in-depth 
knowledge of the study, the mandate that the stat~st~~~an should be external to the clinical trial ignores the logistical difkutty 
of how to accomplish this, especially in situations where a sponsor has limited statistician resource available. The 
recommendation to hire a statistician from a CR0 for this purpose does not resolve the conflict of interest problem, since this 
person would then become an employee of the sponsor. Also, if an external Data Coordination Center is used, the Center has 
a financial incentive to discourage the DMC from stopping the study. The document also does not take into account that even 
if the clinical team statistician just prepares the analysis program, and another person perfolms it% DMCs frequently need in- 
depth explanations of the analysis, or request additional analyses that would require the expertise of lthe original author, so the 
team statistician would still need to be involved. 

Comment 2: The guidance strongly recommends that the statistician who conducts the interim analysis and presents the data 
to the DMC be external to the sponsor in all cases where the study may be used as a registration study. Although there will be 
cases where this may be the most appropriate approach (e.g. murtality studies), the majority of clinical studies need not and 
should not go to this extreme. The analyzing statistician can come from within the sponsor and still be isolated from the study 
team, completely ~~la~ntajning the blind for sponsor personnel who are involved in the study. There are several distinct 
advantages to having the analyzing statistician come from the sponsor including: 

a. statisticians withitl the sponsor have access to proprietary standard analysis systems which lead to greater accuracy, 
consistency, and efficiency 

b. Statistica! and disease-specific expertise is usually greater within the sponsor, including greater knowledge of the 
specific protocol and previous clinical data 

c. There is the potential for financial conflict of interest with an external Data Analysis Croup, as they are ~?~an~ially 
~om~e~lsated for many weeks or months of work to conduct a single interim analysis, 
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There needs to be a balance between the need to provide a very clear reason for the DMC’s 
recommendation and the need to avoid providing unblinded interim results to the sponsor. Any 
r~ol~en~~~ons are likely to be the result of an imbalance in safety or efficacy between the 
treatment arms. It needs to be recognized from the start that the DMC has been given the 
responsibility of making recommendations based on their own judgment and, to maintain the 
integrity of the trial, the DMC should not be unduly infkrenced. If there is reluctance to implement 

to maintailr the data integrity. This is especially critical when the DMC recommendation is to stop 



Docket Number: 
FederaI Register: 

Docket No, 0 I D-0489 
November 20, 2001, Volume 66, ~u~~~ber 224, 
Notices, Pages 58 15 1~ 58 153 

Outside of the sponsor obligations for AE reporting as currently regulated, the 
ex~ectatio~s/~u~d~~~es regarding reporting of XDMC findings or recommendations to the FDA are 
left too vaeue. 
Safety Reporting (Last paragraph): “Sponsors should notify FDA and the responsible IRBs of any 
~~o~lendations or requests made by a DMC to the sponsor that address safety of pa&icipants.. .‘* 

This interaction should be restricted to sharing of information discussed in open sessions of DMC 

I 6.4 I j Further discussion should be made- to support the a~~o~l~trn~nt of an extetnaI statistician to conduct 

Use of ImTini Data Section 6.6 warns that interim data should not be used in a submission. We suggest that 
in R~~~~~~t~~-~ submissions based on interim analyses while the study continues may be valid, so long as the I 
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